Lipid-bound sialic (neuraminic) acid (LSA) was measured in EDTA-treated plasma of 26 healthy subjects at three-month Intervals for up to one year. The change in LSA concentration for consecutive measurements ranged from -54 to 42 mg/L (mean, -2.1 mg/L; SD, 19.6 mg/L; n = 56). The "reference change" for plasma LSA (±2 SD), calculated from distribution of the differences, was ±39 mg/L. 
Lipid-bound sialic (neuraminic) acid (LSA) was measured in EDTA-treated plasma of 26 healthy subjects at three-month Intervals for up to one year. The change in LSA concentration for consecutive measurements ranged from -54 to 42 mg/L (mean, -2.1 mg/L; SD, 19.6 mg/L; n = 56). The "reference change" for plasma LSA (±2 SD), calculated from distribution of the differences, was ±39 mg/L. The 88th percentile of the intra-individual variance was 338 mg2/L2 and the mean variance was 159 mg2/L2. Using the homeostatic, autoregressive time-series model, a reference change of ±51 mg/L between two consecutive measurements was determined to be statistically significant (i.e., expected by chance no more than 5% of the time) in 88% of the healthy subjects.
Only 73% of the healthy subjects would have had intra-individual variances corresponding to the reference change of ±39 mg/ L according to the autoregressive model. The concentration of LSA in plasma was significantlydecreased upon surgery in five of 10 patients with colorectal adenocarcinomas of Dukes stages A-C when we used ±39 mg/L as the reference change, but in only two of the 10 when we used ±51 mg/L as the reference change.
Addftlonal Keyphrases Figure  1 . The distribution of all the differences is shown in Figure  2A . Figure  3 illustrates the effect of surgery on plasma LSA values for the cancer patients.
DIscussion
In this report, we have defined the distribution of the In our study, only one of the 56(2%) observed differences between consecutive LSA measurements in the healthy subjects exceeded the reference change of ±51 mg/L, which corresponded to the 88th percentile of distribution of However, four observed differences (7%) exceeded ±2 SD of distribution of differences between successive measurements (± 39 mg/L). Therefore, the reference change derived by the autoregressive time-series model is more conservative than the reference change obtained from distribution of observed differences.
This also seems to be the case when one considers that only two cancer patients were found to undergo where n is the mean number of intra-individual measurements.
